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REMARKS 

Reconsideration is requested. 

Claims 1-10, 12 and 21-65 have been canceled, without prejudice. Claim 66 has 
been added. Claims 1 1 , 13-20 and 66 are pending. 

A response to the Supplemental Submission of October 20, 2004, such as a 
completely initialed copy of the PTO 1449 Form filed December 17, 2001 , is requested. 

An initialed copy of the PTO 1449 Form filed December 13, 2004, pursuant to 
MPEP § 609, is requested. 

The objection of the disclosure for the unspecified informalities noted by the 
Examiner on page 2 of the Office Action dated September 21 , 2004 is traversed. The 
Examiner is requested to specifically state any specific "grammatical, idiomatic, and 
spelling errors" which are the basis of the objection, in which case the applicants will be 
able to respond with specificity. The Examiner's non-specific basis for the objection 
presents an undue burden on the applicants to guess what may be a complete 
response to overcome the objection. With due respect to the Examiner, the applicants 
are not able to respond completely to the objection in the absence of a specific 
objection. The Examiner is requested to provide the same in a further Action in the 
event any objection of the specification is maintained. 

To the extent not obviated, the Section 112, first paragraph, rejection of claims 5- 
8, 15-18 and 26-29, is traversed. Reconsideration and withdrawal of the rejection are 
requested in view of the above amendments, the attached Deposit Receipts and the 
following comments. Specifically, the rejected claims have either been canceled, 
without prejudice, or amended to specifically recite specifically deposited material. 
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Deposit Receipts of FERM BP-5697, FERM BP-5698, FERM BP-5699, FERM BP-5700, 
FERM BP-5718, FERM BP-6352, FERM BP-6353, FERM BP-6354, FERM BP-6355, 
FERM BP-6716, FERM BP-6717, FERM BP-6718, FERM BP-6719 and FERM BP-6720 
are attached. The applicants further note that FERM BP-5697, FERM BP-5698, FERM 
BP-5699, FERM BP-5700 are FERM BP-5718 described in the specification, in the 
paragraph spanning pages 40-41, as having been described in W098/22616. 
Moreover, the deposit information for the remaining deposits are described in page 95, 
lines 5-10, and page 152, lines 21-25, of the specification. The specification is 
submitted to adequately demonstrate that the applicants were in possession of the 
claimed invention at the time the application was filed. Withdrawal of the Section 112, 
first paragraph "written description", rejection is requested. 

The Section 112, second paragraph, rejection of claims 4-9, 1 1-20 and 25-30 is 
believed to be obviated by the above amendments. Withdrawal of the Section 112, 
second paragraph, rejection is requested. 

The Section 101 rejection of claims 1 1-20 is believed to be obviated by the above 
amendments. Withdrawal of the Section 101 rejection is requested. 

The Section 102 rejection of claims 1-31 over Shitara (EP 0,882,799) is 
traversed. Reconsideration and withdrawal of the rejection are requested in view of the 
following distinguishing remarks. 

The presently claimed invention relates to a method for detecting differentiation 
from a hematopoietic stem cell into a monocyte and/or a macrophage, which comprises 
contacting a specimen derived from cells or tissues of a person to be tested with an 



-7- 



936991 



SHITARA, K. et al. 
Serial No. 10/009,723 
March 21 ,2005 

antibody against a human VEGF receptor Flt-1 to thereby detect a monocyte and/or a 
macrophage in the specimen. 

According to Example 2 of the present specification (page 83, line 8 to page 89, 
line 1 1), a fraction containing blood stem cells was separated from human cord venous 
cells, and it was confirmed that Flt-1 was not expressed in hematopoietic stem cells 
(page 85, line 20 to page 86, line 2), and that Flt-1 was expressed in 
monocytes/macrophages obtained by differentiating the hematopoietic stem cells 
contained in the fraction (page 83, line 8 to page 89, line 1 1), by using an anti-Flt-1 
VEGF receptor Flt-1 antibody. Thus, it was discovered that Flt-1 is not expressed in 
hematopoietic stem cells and that Flt-1 is expressed in monocytes/macrophages, each 
by using an anti-human VEGF receptor Flt-1 antibody. As a result, the method of the 
presently claimed invention, in which the differentiation from hematopoietic stem cells 
into monocytes/macrophages can be detected by using the anti-Flt-1 antibody, has 
been demonstrated. 

Shitara (EP 0882799) is understood to disclose a method for detecting Flt-1 - 
expressed cells by using an antibody against Flt-1 . However, Shitara (EP 799) is not 
believed to disclose that Flt-1 is not expressed in hematopoietic stem cells but Flt-1 is 
expressed in monocytes/macrophages. Accordingly, Shitara is not believed to 
anticipate the presently claimed invention. 

Withdrawal of the Section 102 rejection of claims 1-31 over Shitara is requested. 

The Section 102 rejections of claims 1,11,21 and 22 over Barleon (Blood, Vol. 
87:336, 1996), and claims 1 , 1 1 , 21 and 22 over Clauss (Journal of Biological 
Chemistry, 271:17629, 1996), are traversed and reconsideration and withdrawal of the 
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rejections are requested as the references fails to teach each and every aspect of the 
presently claimed invention. 

Specifically, Barleon (Blood) and Clauss (J. Biol. Chem.) do not disclose a 
method for detecting differentiation from hematopoietic stem cells into 
monocytes/macrophages. Furthermore, as claim 1 1 now includes the details of claim 
12, which the Examiner did not reject as being anticipated by either Barleon or Clauss, 
the Section 102 rejections based on Barleon and Clauss would be withdrawn. 

The Section 102 rejection of claims 1-31 over Shitara (U.S. Patent No. 
6,617,160), is traversed. Reconsideration and withdrawal of the rejection are requested 
for the reasons noted above with regard to Shitara (EP 0,882,799). Specifically, Shitara 
(U.S. Patent 6,617,160) does not disclose or suggest a method for detecting 
differentiation from hematopoietic stem cells into monocytes/macrophages. Withdrawal 
of the Section 102 rejection of claims 1-31 over Shtiara (U.S. Patent No. 6,617,160) is 
requested. 

The Section 103 rejection of claims 1-31 over Shitara (EP 799) or Shitara (US 
'160) in view of Kendall (U.S. Patent No. 5,861 ,484) and either of Clauss or Barleon is 
traversed. Reconsideration and withdrawal of the rejection are requested in view of the 
following comments. 

The Examiner is understood to assert that since Kendall allegedly teaches that 
VEGF receptor expressing cells can be detected by the notoriously old and well known 
alternatives of binding with radiolabelled VEGF or with anti-VEGF receptor antibodies, it 
allegedly would have been obvious to one of ordinary skill in the art to have used the 
anti-Flt-1 receptor antibodies of Shitara (EP 799) or Shitara (US '160) in a regent for 
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detection of this receptor on monocytes because monocytes were known to express the 
receptor from radiolabelled VEGF binding assays (Clauss or Barleon). The Examiner is 
requested to advise the undersigned in the event the above understanding of the 
Examiner's position is incorrect and/or incomplete. 

As discussed above, the presently claimed invention was completed by 
discovering that human VEGF receptor Flt-1 is not expressed in hematopoietic stem 
cells but is expressed in monocytes/macrophages, by using an antibody against Flt-1 , 
and the presently claimed invention relates to a method for detecting differentiation from 
hematopoietic stem cells into monocytes/macrophages based on the expression of Flt-1 
on the cells. The cited combination of references neither disclose nor suggest that Flt-1 
is not expressed in hematopoietic stem cells and differentiation from. hematopoietic 
stem cells into monocytes/macrophages can be detected by using an antibody against 
Flt-1 . Therefore, the presently claimed invention would not have been expected or 
obvious from a combination of the cited art. Withdrawal of the Section 1 03 rejection of 
claims 1-31 over Shitara (EP 799) or Shitara (US '160) in view of Kendall (U.S. Patent 
No. 5,861 ,484) and either of Clauss or Barleon is requested. 

The Section 103 rejection of claims 1-31 over Shitara (EP 799) or Shitara (US 
'160) in view of Kendall (U.S. Patent No. 5,861 ,484) and either of Clauss or Barleon 
further in view of Rockwell (U.S. Patent No. 5,840,301), is traversed. Withdrawal of the 
Section 103 rejection is requested for the reasons noted above with regard to the 
Section 103 rejection of claims 1-31 over Shitara (EP 799) or Shitara (US '160) in view 
of Kendall (U.S. Patent No. 5,861 ,484) and either of Clauss or Barleon, as Rockwell is 
not believed to cure the deficiencies noted above with regard to the combination of 
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Shitara (EP 799) or Shitara (US '160) in view of Kendall (U.S. Patent No. 5,861 ,484) 
and either of Clauss or Barleon. Specifically, Rockwell (U.S. Patent 5,840,301) neither 
discloses nor suggests that Flt-1 is not expressed in hematopoietic stem cells and that 
the differentiation from hematopoietic stem cells into monocytes/macrophages can be 
detected by using an antibody against Flt-1 . Withdrawal of the Section 103 rejection is 



The Claims are submitted to be in condition for allowance and a Notice to that 
effect is requested. 

The Examiner is requested to contact the undersigned in the event anything 
further is required. 



BJS:pp 

1 100 North Glebe Road, 8th Floor 
Arlington, VA 22201-4714 
Telephone: (703) 816-4000 
Facsimile: (703)816-4100 



requested. 



Respectfully submitted, 



NIXON & VANDERHYE P.C. 




B. il^Jadoff 
Reg. No. 36,663 
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